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	CurrentPageNumber: 
	author: Curtis Huttenhower & Ramnik J Xavier
	initial: 
	revised: 
	final: 
	Describe the statistical methods that were used to predetermine sample size OR if no sample-size calculation was performed, describe how sample sizes were chosen and provide a rationale for why these sample sizes are sufficient.: Patients at Massachusetts General Hospital [as part of the Prospective Registry in IBD Study (PRISM)], Emory University, Cincinnati Children’s Hospital Medical Center, and the MLI cohort at the Cedars-Sinai IBD Center, with a suspected diagnosis of IBD were approached for participation in the study. The goal of the overall Integrative Human Microbiome Project (iHMP/HMP2) is to recruit approximately 100 participants (1/3 Crohn's disease, 1/3 ulcerative colitis, 1/3 non-IBD controls). 
	If no data were excluded from the analyses, state so OR if data were excluded, describe the exclusions and the rationale behind them, indicating whether exclusion criteria were pre-established. : New-onset patients were excluded if they were on an anti-TNF inhibitor. Established disease patients were required to have had a diagnosis of IBD for over 5 years. Participants in all groups were excluded if they were pregnant, had a known bleeding disorder, had taken antibiotics within the month preceding the screening visit, were actively being treated for a malignancy with chemotherapy, had an acute gastrointestinal infection, were diagnosed with an indeterminate colitis, or had had bowel/intestinal surgery other than an appendectomy or cholecystectomy. Non-IBD controls were further required to have no known immune-mediated disease (rheumatoid arthritis, lupus, or type 1 Diabetes mellitus).Sequencing data was excluded if samples had insufficient input material after DNA/RNA extraction or with insufficient sequencing depth (<2 million reads) after sequencing.
	For each experiment, note whether any attempts at replication failed OR state that all attempts at replication were successful.: Sample collection and data generation was validated in a previous study (Franzosa et al., Relating the metatranscriptome and metagenome of the human gut, PNAS 2014). All code for the taxonomic and functional analysis has been validated and is publicly available (see Methods section for details).
	Describe how samples were allocated to groups. If allocation was not random, describe how covariates were controlled. If this is not relevant to your study, explain why.: Patients were consented prior to a screening colonoscopy, which separated them into confirmed IBD patients and non-IBD controls.
	Describe the extent of blinding used during data acquisition and analysis. If blinding was not possible, describe why OR explain why blinding was not relevant to your study.: Blinding was not used for the data collection and analysis.
	y: 
	na: 
	Provide a description of all commercial and custom code used to analyze the data in this study, specifying the version used OR state that no software was used.: Sequence reads were processed with the KneadData v0.5.1 quality control (QC) pipeline. Taxonomic profiling was performed using the MetaPhlAn2 classifier. Functional profiling of metagenomes and metatranscriptomes was performed using HUMAnN2. Details are provided in the methods section of the manuscript.
	Describe any restrictions on availability of unique materials used in the study OR confirm that all unique materials used are readily available from the authors or from standard commercial sources (and specify these sources) OR state that no unique materials were used.: No unique materials were used.
	For all antibodies, as applicable, provide supplier name, catalog number, clone name, and lot number. Also describe the validation of each primary antibody for the species and application, noting any validation statements on the manufacturer’s website, relevant citations, antibody profiles in online databases, or data provided in the manuscript OR state that no antibodies were used.: Not applicable. 
	Provide information on cell line source(s) OR state that no eukaryotic cell lines were used.: Not applicable. 
	Describe the authentication procedures for each cell line used OR declare that none of the cell lines used have been authenticated OR state that no eukaryotic cell lines were used.: Not applicable. 
	Confirm that all cell lines tested negative for mycoplasma contamination OR describe the results of the testing for mycoplasma contamination OR declare that the cell lines were not tested for mycoplasma contamination OR state that no eukaryotic cell lines were used.: Not applicable. 
	Provide a rationale for the use of commonly misidentified cell lines OR state that no commonly misidentified cell lines were used.: Not applicable. 
	For laboratory animals, report species, strain, sex and age OR for animals observed in or captured from the field, report species, sex and age where possible OR state that no animals were used.: No research animals were used in this study.
	Provide all relevant information on human research participants, such as age, gender, genotypic information, past and current diagnosis and treatment categories, etc. OR state that the study did not involve human research participants.: Patients with a suspected diagnosis of IBD were approached for participation in the study including pediatric patients with new-onset disease and adult patients with new-onset or established disease.



